significantly impaired the activation of PKB ␣ in PDGFstimulated NIH3T3 cells [9] . This would be in agreement with Arg15 playing a key role in enabling PKB to interact with the membrane surface. In addition, in our model of how the PKB ␣ PH domain is oriented relative to the plasma membrane (Figures 1 and 2) , the D1 phosphate is pointing down toward the membrane, and this orientation allows for binding of the inositol head group; however, the di-acyl glycerol backbone is still embedded in the hydrophobic core of the lipid bilayer, as would be expected for a PH domain-membrane interaction. This mode of interaction of the PH domain of PKB with PtdIns(3,4,5)P 3 at the plasma membrane results in two of the variable loops, VL2 and VL3, pointing away from the membrane, and this configuration provides possible docking sites for the PKB kinase domain that are free of steric hindrance from the membrane surface ( Figures  1 and 2 ). VL3 ( Figure 1A ) forms a relatively short loop carrying uncharged side chains. In contrast, VL2 contains a high concentration of negatively charged residues (Glu40, Asp44, Asp46, and Glu49, Figures 1 and The values between the parentheses are for the highest-resolution shell. All measured data were included in structure refinement. 
